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DECLARATION UNDER 37 CFR 1.131 
To the Commissioner of Patents and Trademarks: 
'I We, Robert Zahler and William A. Slusarchyk, declare as 

^ follows: 

1.. That we are the inventors of United States patent 
application Serial No. 763,033 filed September 20, 1991 which is 
a continuation-in-part of Serial No. 599,568 filed October 18, 
1990. 

2. That the invention described in Claims 4 - 8, 15, and 
23 - 26 of Serial No. 763,033/ was conceived and reduced to 
practice by us -in the United States prior to May 2, 1990. 

3. That prior to May 2, 1990 the synthesis of [1S- 
(la,3a,4p)] -2-amino-l , 9-dihydro-9- [4-hydroxy-3 - (hydroxy methyl) -2- 

methylenecyclopentyl] -6H-purin-6-one was carried out under the 
direct supervision of William A. Slusarchyk in the United States 
and reported to Robert zahler. This compound was assigned the 
identification number SQ34,676. The synthetic procedure employed 
is shown in attachment' A which is a contemporaneous document 
prepared by the chemist who performed the synthesis with- the 
dates deleted. 

4. That prior to May 2, 1990, samples of SQ34,676 were 
submitted by Roberc Zahler and William A. Slusarchyk for 
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antiviral testing by the Virology Department of the Squibb 
Institute. 



United States and the results were reported back to Robert Zahler 
and William A. Slusarchyk prior to May 2, 1990. That the results 
of such testing are shown in Attachments B through J which are 



the tests with the date of testing deleted. 

The undersigned declare further that all statements made 
herein of their own knowledge are true and that all statements 
made on information and belief are believed to be true; and 
further that these statements are made with the knowledge that 
willful false statements and the like are punishable by fine or 
imprisonment, or both, under Section 1001 of Title .18 of the 
United States Code and that such willful false statements may 
jeopardize the validity of application Serial No. 763,033 or any 
patent issued thereon. 



5. 



That such antiviral testing was performed in the 



contemporaneous documents prepared by the person who conducted 
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I SYNTHETIC CHEMICAL NUMBER 

SQ 34,676 
DATE 



NOTEBOOK YIELDS 
PAGES 



LD30081 



72% 



O 



1. Na,THF,-5° 

2. Benzyl chloromethyl ether, -50 



Ref.2 



Ret. 2 



OH 



1. 2,-60°forlhr, 
-10° for 18 hr 

2. 3N NaOH, 30% H 2 0 2 



L030093 



25%tor 
2 steps 



VO(acac)2. t-BuOOH 
CH2CI2 
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LiH. DMF 



Ph 
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OCH 2 Ph 



L0QO121 



60% 



p-Anisylchlorodiphenylmethane. 
triethylamine. dimethylaminopyridine, 
CH 2 Cl2 



[chemists name 
Marian Young 



CHEMIST'S REPORT-FLOW SHEET 

OUTLINE OF PREPARATION OF: 



PAGE 3 of 4 

| SYNTHETIC CHEMCAL NUMBER 

SQ 34,676 
DATE 



NOTEBOOK* YIELDS 
PAGES 




III 

OCH 2 Ph 
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THF, CH2CI2 



L030170 



OCHaPh 




12 



OCHjPh 



L030189 



[chemists name 
Marian Young 



CHEMISTS REPORT-FLOW SHEET 

OUTLINE OF PREPARATION OF: 



CHEMIST 
NO. 



COMPOUNDS: S^^prepera^^^^^^^^ 



PAGE 4 Of 4 

SYNTHETIC CHEMICAL NUMBER 

SQ 34,676 



DATE 



NOTEBOOK I YIELDS 
PAGES 
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23% tor 
3steps 



BCI3.CH2CI2 
-78° to -40° 
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PRFIP APATinN QF: 



date : 



rHFM lgrR NAMR 
Marian Young 



L030195-32 



Compound 2 

suspension was allowed to settle for v , mn ana 16 h rs on the vacuum 

4^-^ to *» bott,es and ^ at 

-20° Total a obtained was 205 g (72% yield). 
Compound 3 

collected and stored at -78°. 



Compound 5 

5hS»W9 ml, o!469 mol) fn THF (1 30 ml) at -50- over 1 .3 nr. 

This suspension was stirred 1.3 hr at -45" * ffi ^ »*fJ*™SS2Z 
was diluted with THF (390 ml) and then >£^&™^?% £°^£Z am «i 
a solid under a N 2 atmosphere. The i read torr »«™P * "!? 3 ' n hr -r^ reactlon was 
to -10° over 1.6 hr. This was stirred at that temperature . torv » n ^ '™ h 390 ml of 
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date : 



Marian Young 



"rHFlM1 grs KUMBEB 
L030195-32 



The layers were separated and ^ 

ether layers were combined, purified on Merck silica gel ( 5 

filtered and concentrated in vacuo The »^ e ^ m p n was e iuted with petroleum 
nacked in petroleum ethenetner, "« V" 

ether^ther (2:1 to 1 :1 ) to give 20 g (25% yield ) of 5, 



Compound 6 



To a solution o. ^fJX^ ZX^^^tB 
n^pe^^^^ 

min aisuch a rate to keep theten*erati»e sodium sulfite (150 ml) 

at 25° the reaction was cooled to 0 f™ ~ I "'° , rJ lir ^ ^tow 20°. The reaction was 

ffiffi S^r; SW^-" suVe. filtered and 
concentrated in vacuo. 

The residue was purified on ^^^JS^^^X'fIm 
Slumn was eiuted with petroleum ethenethe r (2.1) to grve* w 9 9^ 

^ffiSJlT^^SSMJ^ to give 2.71 go. pure* 



Total yield of & was 26.90 g (84%) 
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Pate : 

LQ30195-32 



^taM^^ 

s«rred for 10 hr and the towered to room d , 10 min . The solvents 
Era nl. 10 mmol) was added and ^ g '° n Merck silic a gel (2 I, 

were removed in vacuo, and the residue was P"™* , dicn | orom ethane to 

Sromethane). The c^eM, wrth • g*. This was purged on 

dichloromethanewethanol (955 to 8« g a nf o) chloroform to 

• ^ % Vle«, o. , 
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Compound 10 

To a solution o, compound a W^AX^^ B» 

Son was stirred at room temperature for 3 hr ana wa ^ 

bicarbonate (30 ml) and w^er (10 ml) ^|^ R y cc . 7 (600 ml packed 
and concentrated In vacuo. The re ^J^ < ^ rotorm .^ ha riol (99:1) to give 1.5 go 
in chloroform). The column was eluted with ^'o^™ jfied on S ilicAR CC-7 (700 ml 



Compound 11 



To a solution of m (4.10 , ; «-»TS!#^^ 

4 hr at room temperature and then sat for 1 6 n . hano| (8 0 

1% warned to room -^*|J*^S* and *• 

ml) was added. This was stirrec ™^ t rated in vacuo. The rescue was 

wi dried over sodium sulfate ^''^Sed^Snd concentrated in vacuo The NMR 
S^ffi^^ ErW"**** in the res.due. 

The re.due was dis^edin S^M^^t 

SXethane (120 ml). ™ "gSS&TS? ^residue was dissolved ,n 
over sodium sulfate, filtered and ™™*™*™'^j n vacu0 to give 3.73 g of 11- The 

m 



CHEMISTS REPORT 



rHPMl gT-S NAME 

Marian Young 



PAGE 5 



SQ 34,676 



pATB l 



L030195-32 



Compound 12 

■ „mi m ft n 2 19 mmon in dichloromethane (40 ml distilled from CaH2) 
To a solution of U (1 .8 g, z ;i» TJJJJ 1 ' ' n ™X"' w |40 _, 12 3 mm0 |) by teflon cannula 
was added a s tarry ol CL3M JtutM sodium 

Ito plriSS washed w% dichloromethane (30 ml). The orgamc washes were 



vacuo 

celite. i no paw "«* — - ~ : A ~ „ „ f ao 
combined and concentrated to give 1 .43 g of 12. 



Compound 13 

i m 1 o focn cruder in tetrahydrofuran (25 ml) and methanol (25 ml) was 

IS/ed^ 

KrSrSS^X*tS?S x W d ft Lracts were combined, 
dried oW sodium suHate, Altered and concentrated m vacuo. 

give 316 mg (23% yield for 3 steps) of compound 12. 
Compound 14 

methanol (5 ml) and water (5 ml), the pH was adjusted to 6.8 with . I N KOH | ,u ^ 
give 11 5 mg (62% yield ) of Has a solid, m.p. >220 . 



CHEMISTS REPORT 



Marian Young 



PAGE 6 
SQ 34,676 



pate : 




Analysis: Calc'd for CizHisNsOa- 0.9 H2O 
C, 49.1 2; H, 5.77; N, 23.87 

Found: C, 49.17; H, 5.87; N, 23.81 



1H NMR (270 MHz, DMSOde) 81 M 1. 1 * 8 ^ 4 ^ 

5.35(m, 1H, H-V), 5.09(m. 1H, V^^HOm * 3 53(^ 2H C^OH), 2.49 (m. DMSOd 6 
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Compound: SO FtU Structure: 

\ NH > H 
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Assay Procedure: 
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Compound: S< 3 3 HC 



"Concentrations : 



SO ma. 



Structure: NH ^\ N 

XX) 



H 2 N N N 



HO 



Solvent : 




HO 



Assay Procedure; FiflQQg REDUCTION //V UJl'SS <L<5U-S* 



Compound ( uH) 

ed so \f&J : /q-3& 

Control foM) s ® 3/933 

ED 50 : <2- 

Corrjr.ents : 



<£=L 




<3<k _ .... 


3C. i 


/O 




/£ -R 






7.5T 


2- 


/o 



D e. oj. scorp 

Notebook Page: ^ 3 ?Q " /Q5 Copies to: pR- ^wSTETR. 

Assay Date: " Ana lya t g. McGee*' '^ S/a^^ g^flCCH l" 

PH- V/TET 

oe.s. fl HMrtD 



sat* 



TN VTTRO ANTIVIRAL ACTIVITY 



Compound; 
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